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said polypeptide having at least one of tne following properties: 

a) induces inhibition of spontai/eous IL-8 production by 
human monocytes, 

b) induces inhibition of IL- 1/3 /induced IL-8 production by 
human peripheral blood mononuclear cells (PBMC) , 

c) induces production of interleukin-l receptor antagonis- 
tic protein (IRAP) by human monocytes, 

d) induces chemotactic migration of CD8+ human T lymphocy- 
tes in vitro, 

e) desensitizes human CD^+ T cells resulting in an unre- 
sponsiveness towards rhIL-10, 

f) suppresses the chenjbtactic response of CD4+ T human 
lymphocytes towards IL-8, 

g) suppresses the ch^faotactic response of human monocytes 
towards MCAF/MCP- 1 , 

h) inhibits class /LI MHC molecule expression on human 
monocytes stimulated by WN-7, 

i) induces the production of IL-4 by cultured normal human 
"\CD4 + T cells, 

' j) reduces the /TNFa production in human mixed leukocyte 

reaction, or 

k) downregulatfes TNFa? and IL-8 production in a rabbit 
model of bile acid induced acute pancreatitis and reduces neutro- 
phil infiltration i/n the lungs of the treated rabbits. 

19. A polypeptide according to claim 18, which comprises the 
following sequence 

X 3 -Thr 7 'X 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO:20), 

wherein 

X 3 , X 4 and X 5 are 7 independently selected from the group consisting 
of Met, lie, Leu and Val; and 

X 6 is selectee! from the group consisting of Asn, Asp, Gin and 
Glu, / 

wherein at least one of the following conditions (I)-(V) is true: 
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I) at least one of X 3 , X 4 , X 5 , X 6/ Thr, Lys, and Arg is 
independently substituted with a non-natural or unusual amino 
acid, 

II) the polypeptide is cyclized, 

III) the polypeptide is stabilized, 

IV) the aminoterminal amino acid residue is acylated, or 

V) the c a rboxy terminal amino acid residue is amidated. 

20. A polypeptide according to claim 18, which comprises the 
f ol lowing sequence 

X 2 -X 3 -Thr-X 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO:21), 

wherein 

X 2 is Tyr or Phe, 

X 3 , X 4 and X 5 are independently selected from the group consisting 
of Met, lie, Leu and Val ; and 

X 6 is selected from the group consisting of -Asn, Asp, Gin and 
Glu, 

wherein at least one of the following conditions (I)-(V) is true: 

I) at least one of X 2 , X 3 , X 4 , X 5 , X 6 , Thr, Lys, and Arg is 
independently substituted with a non-natural or unusual amino 
acid, 

II) the polypeptide is cyclized, 

III) the polypeptide is stabilized, 

IV) the aminoterminal amino acid residue is acylated, or 

V) the carboxyterminal amino acid residue is amidated. 

21. A polypeptide according to claim 18, which comprises the 
following sequence 

X 1 -X 2 -X 3 -Thr-X 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO:22), 

wherein 

X x is Ala or Gly, 
X 2 is Tyr or Phe, 

X 3 , X 4 and X 5 are independently selected from the group consisting 
of Met, lie, Leu and Val; and 

X 6 is selected from the group consisting of Asn, Asp, Gin and 
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Glu, 

wherein at least one of the following conditions (I)-(V) is true: 

I) at least one of X l; X 2 , X 3 , X 4/ X 5 , X 6/ Thr, Lys, and Arg 
is independently substituted with a non-natural or unusual amino 
acid, 

II) the polypeptide is cyclized, 

III) the polypeptide is stabilized, 

IV) the aminoterminal amino acid residue is acylated, or 

V) the car boxy terminal amino acid residue is ami dated. 

22. A polypeptide amounting up to about 30 amino acids which 
comprises the following sequence 

Thr-X 4 -Lyte-X 5 -Arg-X 6 (SEQ ID NO:19), 

wherein \ 

X 4 and X 5 are independently selected from the group consisting of 
Met, lie, Leu and Val\ and 

X 6 is selected from tne group consisting of Asn, Asp, Gin and 
Glu, \ 
wherein \ 

at least one of Thr, Lya, and Arg is independently substituted 
with a non-natural or unusual amino acid, 

said polypeptide having at least one of the properties defined 
in claim 18^ * 

23. A polypeptide according to claim 18 amounting up to 30 
amino acids . ^ 

24. A polypeptide according to claim 18 amounting up to 20 
amino acids. 

25. A polypeptide according to claim 18^ amounting up to 15 
amino acids. 

26. A polypeptide according to claim 18 amounting in total 
10, 11, 12, 13, or 14 amino acids. 

27. A polypeptide according to claim 18- amounting in total 
9 a in i n o a c x d s . 

28. The polypeptide of claim 21 wherein at least condition 
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(I) is true. 

29. The polypeptide of claim 20 wherein at least condition 
(I) is true. *** 

30. The polypeptide of claim 19 wherein at least condition 
(I) is true. ^ 

31. The polypeptide of claim 18 wherein at least condition 
(I) is true. 

32. The polypeptide of claim 18 which has the amino acid 
sequence Al-a-Tyr--Met-Thx^Met ^tys^iEle'-Arg-ftsn (SEQ ID N0:1) . 

33. A substance which is a polypeptide as defined in claim 
18 or is a salt, ester, or a solvate of said polypeptide. 

34. A polypeptide according to claim 1_8, which is cyclized. 

35. A polypeptide according to claim 18 which is stabilized. 

36. A polypeptide according to claim 18 wherein the 
aminoterminal amino acid residue is acylated. 

37. A polypeptide according to claim 18 wherein the 
carboxyterminal amino acid residue is amidated. 

38. A polypeptide according to claim 18 encapsulated in a 
liposome. 

39. A polypeptide according to claim 18 in substantially 
pure form. 

40. A peptidomimetic modelled on the basis of a polypeptide 
according to claim 18. 

41. A pharmaceutical composition comprising a polypeptide 
according to claim 18, or a salt, ester or solvate of said 
polypeptide, or la peptidomimetic modelled on the basis of said 
polypeptide. * 

42. A method of Ytreating and/or preventing one or more of 
the diseases selectea from the group consisting of pre-term 
labour caused by infieption or other conditions, rheumatoid 
arthritis, Lyme's arthiljkis , gout, sepsis syndrome, hyperthermia, 
ulcerative colitis or enterocolitis , osteoporosis, cytomegalo- 
virus, periodontal diseases, glomerulonephritis, chronic, non- 
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infectious inflammation of the lung (e.g. sarcoidosis and 
smoker's lung) \ granuloma formation, fibrosis of the liver, 
fibrosis of thk lung, transplant rejection, graft vs. host 
disease, chronic myeloid leukemia, acute myeloid leukemia, other 
neoplastic diseases, asthma bronchiale, diabetes mellitus, type 
I (insulin dependent) , arteriosclerosis/atherosclerosis, 
psoriasis, chronia B lymphocyte leukemia, common variable 
immunodeficiency, side-effects using other biological response 
modifiers, disseminated intravascuiar coagulation, systemic 
sclerosis, encephalomyelitis, lung inflammation, hyper IgE 
syndrome, enterocolitis, cancer metastasis and growth, adoptive 
immune therapy, acquired respiratory distress syndrome, sepsis, 
reperfusion syndrome, postsurgical inflammation, organ trans- 
plantation, alopecia, and pancreatitis, the method comprising 
administering to a patient in need thereof a therapeutically or 
prophylactically effectives amount of a pharmaceutical composition 
according to claim 41. IV 

43. A method of treatj^Mig and/or preventing pancreatitis, the 
method comprising administering to a patient in need thereof a 
therapeutically or prophylactically effective amount of (1) a 
polypeptide amounting at mosft 100 amino acids which comprises the 
following formula \ 

Thr-X 4 -Lys-X 5 -Arg-X 6 \ (SEQ ID NO:19), 
wherein \ 

X 4 and X 5 are independently selected from the group consisting of 
Met, lie, Leu and Val; and \ 

X 6 is selected from the group consisting of Asn, Asp, Gin and 
Glu, \ 

or (2) of a pept idomimetic modelled on the basis of the above 
formula . \ 

44. A method of treating and/oV preventing acquired immun- 
deficiency syndrom (AIDS/HIV) , cutaneous HPV- infection, or 
spontenous abortion, the method comprising administering to a 
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patient in need ^hereof a therapeutically or prophylactically 
effective amount 

1) of a polypeptide amounting at most 100 amino acids which 
comprises the following formula 

Thr-X 4 -Lys\X 5 -Arg-X 6 (SEQ ID N0:19), 

wherein 

X 4 and X s are independently selected from the group consisting of 
Met, lie, Leu and Val;\and 

group consisting of Asn, Asp, Gin and 

Glu, 



or 

2) of a peptidomimet\Lc modelled on the basis of the above 
formula . 

45. A method of treatii\g and/or preventing pancreatitis, the 
method comprising administering to a patient in need thereof a 
therapeutically or prophylactically effective amount of a poly- 
peptide amounting at most 10Gf\aijiino acids, said polypeptide com- 
prising the formula 

Thr-X 4 -Lys-X s -Arg-X 6 \(SEQ ID NO: 19), 

wherein 

X 4 and X 5 are independently selected from the group consisting of 
Met, lie, Leu and Val; and 

X 6 is selected from the group consisting of Asn, Asp, Gin and 
Glu, 

said polypeptide having at least or^e of the properties defined 
in claim 18. 

46. A method of treating and/or preventing pancreatitis, the 
method comprising administering to a patient in need thereof a 
therapeutically or prophylactically effective amount of (1) a 
polypeptide according to claim said polypeptide comprising an 
amino acid sequence selected from the group consisting of 

X 1 -X 2 -X 3 -Thr-X 4 -Lys-X 5 -Arg-X 6 (SEQ Id\nO:22), 
X 2 -X 3 -Thr-X 4 -Lys-X 5 -Arg-X 6 (SEQ ID NO?\21) , 
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X 3 -Thr-X 4 -\ys-X 5 -Arg-X 6 (SEQ ID NO:20), 
wherein 

X 1 is Ala or Gly,\ 
X 2 is Tyr or Phe, 

X 3 , X 4 and X 5 are independently selected from the group consisting 
of Met, lie, Leu, ^jnd Val; and 

X 6 is selected f rom\ the group consisting of Asn, Asp, Gin, and 
Glu, 
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\ ox a pepcxaomrmecu-C nioaexxea on urie Dasis ox one ox uie ajoove 
formula . 

47. A process for synthesizing of a polypeptide according 
to claim 18 by use of solid-phase peptide synthesis (SPPS) , the 
process comprising the following steps: 

a) covalently coupling the carboxy- terminal amino acid in 
the form of an N-alpha-protected, optionally side chain-protected 
reactive derivative, either directly or by means of a suitable 
linker to a solid support, 

b) removing the N-alpha-protective group, 

c) adding the succeeding protected amino acids according to 
the desired sequence in a stepwise manner, 

d) removing the side chain-protective groups, if any, and 

e) upon or after assembly of the complete peptide chain, 
cleaving the peptide from the resin. 

48. A polypeptide according to claim 18, or a polypeptide 
amounting at most 100 a^mino acids which comprises the following 
formula 

Thr-X 4 -Lys-X 5 -^g-X 6 (SEQ ID NO:19), 

wherein 

X 4 and X 5 are independently\selected from the group consisting of 
Met, lie, Leu and Val; and 

X 6 is selected from the gro^p consisting of Asn, Asp, Gin and 
Glu, 
wherein 
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the binding affinity of the polypeptide for the IL-10 receptor 
is increased or decreased compared to a* polypeptide having the 
amino acid sequence Ala-Tyr-Met-Thr-Met-Lys- Ile-Arg-Asn (SEQ ID 

NQ.l) . — 

REMARKS 

These amendments put the claims in better condition for 
allowance . 

Re spe c t f ul ly submitt ed , 



BROWDY AND NEIMARK, P.L.L.C. 
Attorneys for Applicant 




Iver P. Cooper 
Reg. No. 28,005 



419 Seventh Street, N.W. 
Washington, D.C. 20004 
Telephone: (202) 628-5197 
Facsimile: (202) 737-3528 
IPC :1ms 
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